Mechanisms of gastrointestinal damage by NSAIDS.
The multifactorial basis of gastro-intestinal (GI) damage from NSAIDs includes effects of these drugs in producing microvascular injury. Increased 5-lipoxygenase (5-LO) activity reflected in production in the gastric efferent circulation of leukotriene C-4 is shown in pigs given i.g. indomethacin. Blockade of 5-LO activity by highly selective inhibitors of this enzyme inhibits production of both gastric and intestinal leukotrienes (LT) in rats and mice. Long-term effects of NSAIDs were investigated in pigs and human volunteers. In pigs gastric ulcers occurred from oral diclofenac (Voltaren) tablets (5mg/kg/d for 10d), without significant blood loss (59Fe-RBCs) emphasizing limitations in measuring blood loss to relate this to pathology in the GI tract. Diclofenac-induced increase in leukotriene production was reversed by concurrent misoprostol, indicating that this drug could have effects other than replenishing PG (prostaglandin)-E in the mucosa. In male human volunteers given 4 NSAIDs for 7d a relation was established between reduced PG production in the antrum and ulcerogenic effects in this region but not in the fundus. These results emphasize the importance of examining mechanisms of action of NSAIDs under long-term dosage conditions to determine their variable effects.